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NOVELTY 

Composition comprises a HMG-coenzyme A (HMG-CoA) 
reductase inhibitor and a cyclobutene derivative (I). 

DETAILED DESCRIPTION 

Composition comprises a HMG-CoA reductase inhibitor and a 
cyclobutene derivative of formula (I) or its salt, ester or other 
derivative. 
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D-E-G-R, 



R2 
(I) 

Ri = cycloalkyl, aryl or heterocyclyl (all optionally substituted by 1-5 a 
orb); 

R2 = cycloalkyl, aryl or heterocyclyl (all optionally substimted by 1-3 a 

orb); 

R3, R4 = H or a group a; 
A = a group of formula (i); 
R5 = H, OH or Alk; 
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Alk = lower alkyl; 

Re = H, OAlk, SAlk or amino; 

X,Y = OorS; 

Z = bond or 1-6C alkylene; 

G = bond or 1-6C alkylene (optionally substituted by OH, 0x0 or Ri; 

D = C; and 

E = NO;or 

D = CH; and 

E = 0. S,NHorCO; 

a = halo, OH, Alk, lower haloalkyl, OAlk, SAlk, NH2, NHAlk, 

N(Alk)2, CN or NO2; 
b = COOH, COO Alk, CONH2, CON Alk, C0N(Alk)2 or cycloalkyl, 

aryl, aryloxy, aralkyloxy or arylthio all optionally substituted by 1- 

3 a. 



-z- 



Re 

(i) 



ACTIVITY 

Antilipemic; Antiarteriosclerotic; Cytostatic. 
Administration of pravastatin and 3-{3-[[(R)-l-(3,5-difluoro-phenyl)- 
ethylamino]-(4-methoxy-phenyl)-methyl]-phenylamino } -4-hydroxy- 
cyclobut-3-ene-l,2-dione (la) at 0.01% w/w to Syrian golden 
hamsters fed a diet containing 0.3% cholesterol and 10% coconut oil 
reduced high density lipoprotein-cholesterol levels by 41% compared 
to 26% for pravastatin and 0% for (la). 
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MECHANISM OF ACTION 

HMG-CoA-Reductase-Inhibitor; Synergist. 

USE 

As HMG-CoA reductase inhibitors for treating and preventing 
hyperlipemia, arteriosclerosis and 'yellow tumor'. 

ADVANTAGE 

The combination is synergistic. 

ADMINISTRATION 

Dosage of (I) is 0.1-1000 (preferably 0.5-500) mg/day orally or 
0.01-100 (preferably 0.05-50) mg/day parenterally. 
(674pp2533DwgNo.0/0) 
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^ (57) Abstract: A pharmaceutical composition for administering both a cyclobutene derivative represented by the general formula 
^ (I), or a pharmacologically acceptable salt, ester, or other derivative thereof, and an HMG-CoA reductase inhibitor either at the same 
I/) time or separately: (I) wherein R' and are each cycloalkyl, aryl, a heterocyclic group, or the like; R' and R* are each hydrogen or 
O the like; A is a group of the general formula (A-1): (A-l)(wherein R^ is hydrogen or the like; R^ is an amine residue or the like; X 
^ and Y are each oxygen or the like; and Z is a single bond or the like); G is allg'lene or the like; and when the broken line is a double 
O D is carbon and E is =N-0-, while when the broken line is a single bond, D is CH or the like and E is -NH- or the like. 
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